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3 <110> APPLICANT: VON EICHEL- STREIBER , CHRISTOPH 

4 BOQUET, PATRICE 

5 THELESTAM, MONICA 

7 <120> TITLE OF INVENTION: METHOD OF INACTIVATION OF RAS SUBFAMILY PROTEINS AND 

8 AGENTS THEREFOR 

10 <130> FILE REFERENCE: 98501/254992/bet 
12 <140> CURRENT APPLICATION NUMBER: 09/126, 816A 
C--> 13 <141> CURRENT FILING DATE: 2002-05-21 

15 <150> PRIOR APPLICATION NUMBER: , PCT/EP97/00426 

16 <151> PRIOR FILING DATE: 1997-01-31 

18 <150> PRIOR APPLICATION NUMBER: 96 101 469.3 

19 <151> PRIOR FILING DATE: 1996-02-02 
21 <160> NUMBER OF SEQ ID NOS : 6 

23 <170> SOFTWARE: Patentln Ver. 2.1 

25 <210> SEQ ID NO: 1 

26 <211> LENGTH: 31 

27 <212> TYPE: DNA 

28 <213> ORGANISM: Artificial Sequence 

30 <220> FEATURE: 

31 <223> OTHER INFORMATION: Description of Artificial Sequence: Primer 

33 <400> SEQUENCE: 1 

34 ggggaatttt aatgagctca gttaacaaag c 31 

37 <210> SEQ ID NO: 2 

38 <211> LENGTH: 29 

39 <212> TYPE: DNA 

40 <213> ORGANISM: Artificial Sequence 
42 <220> FEATURE: 

4 3 <223> OTHER INFORMATION: Description of Artificial Sequence: Primer 

45 <400> SEQUENCE: 2 

46 ttcagataat gtaggtacca agtctatag 29 

49 <210> SEQ ID NO: 3 

50 <211> LENGTH: 29 

51 <212> TYPE: DNA 

52 <213> ORGANISM: Artificial Sequence 

54 <220> FEATURE: 

55 <223> OTHER INFORMATION: Description of Artificial Sequence: Primer 

57 <400> SEQUENCE: 3 

58 ctatagactt ggtacctaca ttatctgaa 29 

61 <210> SEQ ID NO: 4 

62 <211> LENGTH: 28 

63 <212> TYPE: DNA 

64 <213> ORGANISM: Artificial Sequence 
66 <220> FEATURE: 
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67 <223> OTHER INFORMATION: Description of Artificial Sequence: Primer 

69 <400> SEQUENCE: 4 

70 tattaacgtg ggcccaatat atgtctac 28 

73 <210> SEQ ID NO: 5 

74 <211> LENGTH: 25 

75 <212> TYPE: PRT 

76 <213> ORGANISM: Artificial Sequence 
7 8 <220> FEATURE: 

79 <223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic 

80 peptide 

82 <400> SEQUENCE: 5 

83 Ser Ala Leu Thr He Gin Leu He Gin Asn His Phe Val Asp Glu Tyr 

84 1 5 10 15 

86 Asp Pro Thr He Glu Asp Ser Tyr Arg 

87 20 25 

90 <210> SEQ ID NO: 6 

91 <211> LENGTH: 2364 

92 <212> TYPE: PRT 

93 <213> ORGANISM: Clostridium sordellii 

95 <4 00> SEQUENCE: 6 

96 Met Asn Leu Val Asn Lys Ala Gin Leu Gin Lys Met Val Tyr Val Lys 

97 1 5 10 15 

99 Phe Arg He Gin Glu Asp Glu Tyr Val Ala He Leu Asn Ala Leu Glu 
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235 240 
HI % iS » L- «« Z W du »J - « - SI A " 

11J .1. «« - V.1 ™ «P M. »U »U U, ser Mj He - 

145 260 „.. , 0 „ r1 „ riv Val Tyr Leu Asp Val Asp 

147 Arg He Ser Met Leu Lys Glu Asp Gly Gly ?y ^ 

148 275 ,i Gin Pro Asp Leu Phe Lys Ser lie Asn Lys Pro 

150 lie Leu Pro Gly He Gin Pro Asp ^ 

151 290 iy5 m Uot Tle Lvs Leu Glu Ala He 

153 Asp Ser lie Thr Asn Thr Ser Tr P Glu Met lie Lys ^ 

154 305 310 , T r Thr S er Lys Asn Phe Asp 

156 Met Lys Tyr Lys Glu Tyr lie Pro Gly Tyr ^ 

157 l 2 , 5 ™.i nn Ara Ser Phe Glu Ser Ala Leu Ser Ser 

159 Met Leu Asp Glu Glu Val Gin Arg ser *n ^ 

160 340 e n„ -rip phe Leu Pro Leu Asp Asp He Lys Val 

162 Lys Ser Asp Lys Ser Glu He Phe Leu * ^ 

163 355 J° Phe Ala Asn Asn Ser Val He Asn 

165 Ser Pro Leu Glu Val Lys He Ala Phe Aia ^ 

166 370 T Cys ser A sp Leu Val He 
168 Gin Ala Leu He Ser Leu Lys Asp Ser Tyr 4Q0 

ifl III Gin He Lys Asn Arg Tyr Lys He Leu Asn Asp Asn Leu Asn Pro 
\]] Ser He Asn Glu £y Phe Asn Thr Thr Met Lys He Phe Ser 

175 4 f aar tip ser Asn Glu Asp Asn Met Met Phe Met He 

177 Asp Lys Leu Ala Ser He Ser Asn ^ v ^ 

178 435 „ Tflll , Tq val Gly Phe Ala Pro Asp Val Arg. Ser 

180 Lys He Thr Asn Tyr Leu Lys Val Giy ^ 

181 450 „, itl rlv val Tyr Thr Gly Ala Tyr Gin Asp 

183 Thr He Asn Leu Ser Gly Pro Gly Val lyr ^ 48Q 

184 465 470 Th Asn Ile His Leu Leu Glu Pro . 

186 Leu Leu Met Phe Lys Asp Asn Ser Thr Asn ^ 

187 » ill rlu Phe Pro Lys Thr Lys He Ser Gin Leu Thr 

189 Glu Leu Arg Asn Phe Glu Phe pro uy^ 5iQ 

190 n n° Thr Ser Leu Trp Ser Phe Asn Gin Ala Arg Ala Lys 

192 Glu Gin Glu Ile Thr ser ^eu j^f 525 

193 515 , m t lie t vq Glv Tvr Phe Glu Gly Ala Leu Gly 

195 Ser Gin Phe Glu Glu Tyr Lys Lys Gly Tyr r ^ 

196 530 » dL am Gin Asn Thr Val Leu Asp Lys Asp 
198 Glu Asp Asp Asn Leu Asp Phe Ala Gin Asn 56Q 

Z V Y l val Ser Lys Lys III « ser ser Met Lys Tnr «, » g; 
Si Tyr IX. His Tyr xS Val 01. Leu Cl» «T M, »• "J 

205 580 t Dho <?pr lvs asp Pro Tyr Ser Ser He Leu Tyr 

207 Ala Ser Cys Asn Leu Phe Ser Lys Asp v ^ 

208 I 95 tip nu Gly Ser Glu Thr Ala Tyr Tyr Tyr Tyr Val Ala 
210 Gin Lys Asn He Glu Gly *er v,x ^ 



211 610 615 
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213 Asp Ala Glu lie Lys Glu He As P Lys Tyr Arg He Pro Tyr Gin lie 

lit Ser Asn Lys Arg Asn He Lys Leu Thr Phe He Gly His Gly Lys Ser 

£ ? 9 G lu Phe Asn Thr Asp Thr Phe Ala Asn Leu Asp Val Asp Ser Leu Ser 

220 m Tl - cm Thr lie Leu Asn Leu Ala Lys Ala Asp He Ser Pro 
222 Ser Glu He Glu Tiir ne ueu gg5 

III L ys Tyr lie Ola II. « Leu 01, cys » B Met Phe ser Tyr ser 
S He Tyr »a Olu o« T h r Tyr Pro oly Lys ljj - - «• ^ 

229 705 n t 10 Prn Ser He Ser Gin Asp Ser He Thr 

2 31 Asp Arg Val Ser Glu Leu Met Pro Ser lie be ^ 

232 725 „. , a _„ Tle A sn Glu Glu Gly Lys Arg 

234 Val Ser Ala Asn Gin Tyr Glu Val Arg He Asn G ^ 

235 740 „. . „ Tle Asn Lys Glu Glu Ser He 

237 Glu He Leu Asp His Ser Gly Lys Trp He Asn Ly ^ 

238 755 ph Asn Pro L ys Glu 

240 He Lys Asp He Ser Ser Lys Glu Tyr He Ser ^ 

241 770 7n His Glu Leu Ser Thr Leu 
243 Asn Lys He He Val Lys Ser Lys Tyr Leu His g qqq 

HI III Gin Glu lie Arg III Asn Ala Asn Ser Ser Asp He Asp Leu Glu 

III L ys Lys Val Met III Thr Glu Cys Glu He Asn Val Ala Ser Asn He 

2 2 5 52 Asp Arg Gin III Val Glu Gly Arg He Glu Glu Ala Lys Asn Leu Thr 

HI ser Asp III He Asn Tyr He Lys Asn Glu Phe Lys Leu He Glu Ser 

256 850 8 " . rln ,on civ Leu Asp Asp 

258 lie Ser Asp Ser Leu Tyr Asp Leu Lys His Gin Asn Gly ^ 

HI III His Phe He Ser Phe Glu As P He Ser Lys Thr Glu Asn Gly Phe 
III Arg He Arg Phe III Asn Lys Glu Thr Gly Asn Ser He Phe He Glu 

265 2?° t 1 « Phe ser Glu Tyr Ala Thr His He Ser Lys Glu 

267 Thr Glu Lys Glu He Phe Ser Glu iyr ^ 

268 , c l 15 n Tie Lvs Asp Thr He Phe Asp Asn Val Asn Gly Lys Leu 

270 He Ser Asn He Lys Asp nu xx ^ 

271 930 93 , Hi Glu Val Asn Thr Leu Asn 

273 Val Lys Lys Val Asn Leu Asp Ala Ala His Glu vai ^ 

274 945 950 , r1 T _ Asn T hr Thr Lys Glu 
276 Ser Ala Phe Phe He Gin Ser Leu He Glu Tyr Asn ^ 

l]l ser Leu Ser Asn III Ser Val Ala Met Lys Val Gin Val Tyr Ala Gin 
f 8 °2 Leu Phe Ser Z Gly Leu Asn Thr He Thr Asp Ala^er Lys Val Val 
III Glu Leu III Ser Thr Ala Leu Asp Glu Thr He Asp Leu Leu Pro Thr 
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1015 1020 
III Leuler 01. «T "u »0 II. .U 1. ^He .1. «P 

S'l «0lT Ma »U HeTs «la - - ™ 

Si m «. =lu II."" - .1. JIT .1. -t »U v.l». Leu 

S? »a ,U SerTr U. He va! JKr ser M. Leu "V- - •« 

298 1075 x y , g Ala Gly He Pro 

300 Phe Ser He Leu Leu Val Pro Leu Ala Gly Ile^er 

30! 1090 , t ti. t«i rln Asp Lys Ala Thr Lys Val 

303 Ser Leu Val Asn Asn Glu Leu He Leu Gln^Asp Lys ^ 

304 1105 u T Tie Ser Leu Ala Glu Thr Glu Gly Ala Phe 

306 lie Asp Tyr Phe Lys His He Ser 1135 

307 1125 t ti « Tip Mpt pro Gin Asp Asp Leu Val Leu 

309 Thr Leu Leu Asp Asp Lys He He M Pro Gi v 

310 1140 , „ CoT - tip Thr Leu Gly Lys Cys.Glu 

312 Ser Glu He Asp Phe Asn Asn Asn Ser He Thr Leu^y 

313 1155 an, rin Glv Gly Ser Gly His Thr Leu Thr Asp Asp He 

315 He Trp Arg Ala Glu Gly Gly ber y ^ q 

316 1170 1 , T r Arq L ys pro Trp Leu 

318 Asp His Phe Phe Ser Ser Pro Ser He Thrjyr Arg y ^ 

319 1185 a vnweu Asn lie Lys Lys Glu Lys He Asp Phe Ser 
321 Ser He Tyr Asp Val Leu Asn ue uy 1215 

III Lys *sp Leu H«v.l Leu Pro «n JU Pro »s„ «, va^PKe 61y Tyr 
',5? clu Met .l/SS T,r Pro sly Phe «, ser Leu Asp^sn »P -V 
S! Lys Leu^eu », «, ne ^ »SP His nr .lu^T am Phe T yr T rp 

331 1250 Ile Thr L ys Leu Lys Pro 

333 Arg Tyr Phe Ala Phe He Ala Asp Ala ^He inr y ^ 

334 1265 1270 , L Asp Giy Asn Thr Arg 

336 Arg Tyr Glu Asp Thr Asn Val Arg Ile_Asn Leu Asp y ^ 

337 ^n 85 v.i Tie Thr Thr Glu Gin He Arg Lys Asn Leu 

339 Ser Phe He Val Pro Val Ile Thr^Tnr ^u 

340 1300 -i CQT . r1v r1v ger Tyr Ser Leu Ser Leu Ser 

342 Ser Tyr Ser Phe Tyr Gly Ser Gly Gly Ser Ty ^ 

343 1315 , Tlo a-o Leu Asn Leu Val Glu Asn Asp Thr Trp 

345 Pro Tyr Asn Met Asn He Asp Leu Asn i,eu 

346 1330 . Kli v*i t,vs Asn He Thr Ile Glu Ser Asp 
348 Val He Asp Val Asp Asn Val Val Lys Asn^iie i3go 

III ul'll. «U Lys .1™. Leu He „!.». X- Leu ser Lys^eu >s„ 

III Ue *sp II. «- « » iS Ile !^S 

$ c ly Asp =lu ser Aso jr. Phe Ue ser Leu^hr Pue ser He 

358 1395 1400 
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